Nodal marginal zone B-cell lymphoma (NMZL) is a rare subtype of non-Hodgkin lymphoma, usually presented at advanced stage. The treatment for NMZL is currently consistent with follicular lymphoma which includes observation for asymptomatic patients to cyclophosphamide, doxorubicin, vincristine, prednisone (CHOP) or CHOP plus rituximab regimen, fludarabine or bendamustine and rituximab (B-R) for advanced, symptomatic patients. The B-R regimen is effective and could be evaluated further as the first-line therapy.
INTRODUCTION
Marginal zone lymphomas are B-cell origin and account for about 5%-10% of lymphomas. As per the WHO classification, mucosa-associated lymphoid tissue (MALT) lymphoma, splenic marginal zone B-cell lymphoma (SMZL), and nodal marginal zone B-cell lymphoma (NMZL) are three main types of marginal zone lymphomas. Extra-NMZL, also known as MALT lymphoma, is a low-grade indolent lymphoma diagnosed commonly in the sixth decade. The common site of involvement is stomach but it can also be developed in salivary gland, thyroid, and lung. Most MALT gastric lymphomas are linked to Helicobacter pylori infection and are treated with H. pylori-eradicating treatment. H. pylori negative MALT lymphomas are treated with radiotherapy for early localized disease and single or multiple-drug chemotherapy for advanced disease. SMZL is a rare lymphoma mostly involved in spleen and bone marrow. The median age of diagnosis is 69 years. It is associated with autoimmune disease and hepatitis C virus infection. This is indolent lymphoma, but 5%-10% cases can be transformed into high-grade B-cell lymphoma. Spleen histopathology is considered a gold standard for diagnosis; however, if splenectomy is not done, then bone marrow histology, clinical findings, and the immunophenotype can assist with diagnosis. [1] NMZL is a slow-growing rare disease, represents 1% of all non-Hodgkin lymphoma (NHL), found mainly in older women with an average age of around 60 years. It usually stays in the lymph nodes although lymphoma cells can also involve bone marrow. Most patients present with stage III/IV stage. Cells express monoclonal surface immunoglobulin (IgM > IgG > IgA) as well as CD19, CD20, CD79a and are negative for CD10 and CD23. The evaluation and staging is similar to the follicular lymphoma which includes observation for asymptomatic patients to chemotherapy such as cyclophosphamide, doxorubicin, vincristine, prednisone (CHOP) or CHOP plus rituximab (R-CHOP) regimen or bendamustine and rituximab (B-R) regimen. The 5-year survival is 55%-79%.
CASE REPORT
A 58-year-old postmenopausal female, with three living children, consulted for chief complaint of multiple swellings in bilateral neck, axilla, and inguinal region for 7 months and difficulty in mouth opening and swallowing, gradually progressive. In general, the examination was within normal limits, except multiple lymphadenopathy in bilateral neck, axilla, and inguinal region largest lesion measuring 15 cm × 11 cm in left parotid region and left upper neck region. Per abdominal examination revealed no organomegaly; the patient's hematological and biochemical workup was within normal limits. Urine routine and microscopic examination was within normal limits. Two-dimensional echo was within normal limits. Positron emission tomography-computed tomography (PET-CT) revealed metabolically active extensive supra-and infra-diaphragmatic lymphadenopathy including bilateral cervical level II, III, IV, V, left supraclavicular, bilateral axillary, right lower pretracheal, prevascular, left internal mammary, subcarinal, gastrohepatic, paraaortic, precaval, retrocaval, aortocaval, bilateral internal iliac, external iliac, and inguinal. The largest lymph node mass was measuring 9.2 cm × 12.2 cm × 7.8 cm in the left parotid region [ Figure 1 ]. No other metabolically active lesion suggesting extranodal involvement is seen.
The right cervical node excision biopsy done on October 2015 was reported as a low-grade B-cell NHL, in favor of NMZL. On immunohistochemistry, CD23 highlights the retained but distorted native follicular dendritic cell network throughout the lymph node; CD20 highlights the large expansile nodular and confluent area of B-lymphoid cells. Some of CD20 cells are positive for Bcl-6. Cyclin D1 and Bcl-2 are negative. MIB-1 labeling index for areas corresponding to Bcl-6 and CD23 highlights very high labeling index representing distorted native germinal centers, while areas corresponding to Bcl-6 negative and CD20 positive show labeling index approximately 10%-15%. Bone marrow examination revealed hypercellular bone marrow with 10% lymphocytes but not involved by lymphoma.
The patient was started on B-R regimen from October 27, 2015, with peg-Gcf support. The patient received three cycles of B-R regimen last dose on December 14, 2015. The postchemotherapy PET-CT report showed complete metabolic response [ Figure 2 ].
DISCUSSION
NMZL, or also known as monocytoid B-cell lymphoma, is a slow-growing rare disease, represents 1% of all NHL. It is mainly found in older women with median age is 60 years. It usually involves lymph nodes although one-third of patients were found with bone marrow involvement. Around 70% patients present with advanced III/IV stage. The lymph node effacement occurs partially or totally with monocytoid-like B-cells infiltration. The follicular meshwork dendritic network favors the diagnosis. The cells express monoclonal surface immunoglobulin (IgM > IgG > IgA) as well as CD19, CD20, CD22, CD79a, bcl2 and are negative for CD5, CD10, CD23, and CD25.
As per the National Comprehensive Cancer Network guidelines, the evaluation and treatment for NMZL is currently consistent with follicular lymphoma that includes observation for asymptomatic patients to chemotherapy such as CHOP or R-CHOP regimen or B-R regimen. NMZL is only curable during its early stages and is more aggressive than SMZL. The transformation to diffuse large B-cell lymphoma can occur. The 5-year survival is 55%-79%. [2] This patient is a 58-year-old female with stage III disease and presented with prominent neck node mass which is most common site for involvement. Our patients' histopathological findings including morphological features and CD expression were similar to those of previously published literatures.
The chemotherapy studies have shown differing response rate to different chemotherapy combinations. The anthracycline-based CHOP regimen is most commonly used to treat NMZL but no convincing data available till date. Rummel et al. compared B-R with R-CHOP as the first-line treatment for patients with indolent and mantle cell lymphomas; they concluded that previously untreated patients with indolent lymphoma, B-R can be considered as a preferred first-line treatment approach to R-CHOP because of increased progression-free survival and fewer toxic effects. [3] Retrospective analysis by Mondello et al. compared the efficacy and safety of both B-R regimen and R-CHOP regimen in clinical practice in low-grade-NHL patients. They concluded that B-R regimen is an effective and less toxic therapeutic option than R-CHOP in clinical practice. [4] This patient has received three cycles of B-R regimen with complete metabolic response. The chemotherapy-related side effects were manageable. The patient is on regular follow-up.
The prognostic factors for all MZL were advancing age and presence of B symptoms while male sex and stage of the disease were associated with NMZL and MALT subtypes.
The impact of clinical characteristics and survival outcomes for the subtypes of MZL was studied by Olszewski and Castillo, which revealed the prognosis was significantly better for patients with MALT subtype lymphoma (5-year relative survival rate of 88.7%; P < 0.0001) compared with those with the SMLZ or NMZL subtypes (5-year relative survival rates of 79.7% and 76.5%, respectively). There was evidence of improved outcomes in patients with NMZL and MALT lymphomas (P < 0.0001), with no difference noted in patients with SMZL (P = 0.56). [5] CONCLUSION NMZL is a slow-growing rare disease where patients with early-stage asymptomatic disease are observed. The advanced symptomatic disease can be treated effectively with B-R regimen. The B-R regimen is effective and could be evaluated further as the first-line therapy.
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